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(54) (»«»«»] HSP277730-i:ItW>^«»^*'^ |,>m 

(57) [5*91 

>*T©M©JR->3 (HSP 2 7 775 

KMt5Ci#tt6. HSP 2 7 7T5'J-K*t 



J 
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! 



. i izmmvft^m i 6 *a?)i, h 

<b 4 o + n^;u H>JT©llli©jRi/3 ^ ^ ^ >/i^Mco 



i 6 ^d^;u h>^f»4 o ^ayju h>^-v(Dm<Dmiy 

h 4 0 * N >STTO^0DI^-> 3 "y ^ ^ > 

[ 0 0 0 1 ] 

fl^gd* 1 6 *njf)i, h> (kD) ?5^40kDi 
t'OffiCi^ay^^W^fii (J^T, HSP277 

^:^b^|c J: 5 H SP 2 7 775 'J — fc JUT -5 ^ 
>/^H©£/£ffl*!iaitt, HSP 2 7 775U- 

T, HSP 2 7 7rS'J-{:St5^W^S^, 
[0 0 0 2 ] 

^i^chifii^^^MSS^^^^ • Hie, ito^^^o 



2 

C 0 0 0 3 ] .ffi<Z>ft&«& : 

hyperthermia) tti. fcjtaffi-T 5 d t fc<fc 0 , jg 

ffl»©±ft^»«f*S:*5<S:, 4 1 - 4 5 <C © it 



[0004] m<D{t¥mm\z&\,*Th. it^mm 
T#*E-rs— it¥m&mizfcjfc?z>ffix~*>. 

9 8 8 4£<D7* >J *©JttfKcitl«, i^rafc^Bff$n 
[ 0 0 0 5 ] (multiple sclerosi 

s, ms) tt*te#ffi6K*#swtcp»*-rs*^ttiK 
m&mmx'&r). *<Dmmmfriz, wmmmzQ/u-m 

^(DchbT, BJW*»iMa^JU^E> (ACTH) ^©J^ 

[ 0 0 0 6 ] — -n, m > 3 y 2 ? >n>? n (heat shock 
protein ; HS P t X h >/^ii fe^o) 14, 



C 3 ) 



1 0 - 3 6 3 8 7 



^jwtm®k&. x\*{&mm u&m&mm) uz-vmm-r 
^ ^ i i: j: o , mmizmmznz— wt<ot? >/^it^ 

^>3^*>/^Jfte, &f£Riz^M$)lzW&l, 
Ti>D, £0^, Sl^, &tft h£^tmil 

[0007] hspii j t<Dmmte&mg>mT$>z>&. 

OkDXttl lOkDOHSPfed;) , HSP 7 0 77 
5 U - 7 0 - 7 3 k D (OH S P A if) , H S 

P 6 0 7 7 a 'J - (ffJAfcg, 57"v68kDg3HSP75: 10 



3 7^iiTifi$n, HSP2 7i75yiE^j(D|9 
ratta**^ WS^R-Ccfe 0 % HSP2 7 7 75 

£iB*fl»5l$1*fcJIIBfl&&!tt* N UX(c#-r*ilfH£«:»*§ 
("J. Cell. Biol.", 1 25 : 1 385-1 393, 1994). Z 
HSP 2 7 77 5 l J-l;I1-§^>/^lO 
%5a£#PftJ-r3 C t fed; 0 , fflSftiBtt*MiA. ^(c^f 

^ HSP 2 7 775 , J-CIt§^>/^I(Z)fIi 
jEaiilfttt £rt*fiB8i"& ^<p»^ ^asa<n-7? '("Breast Ca 



if) , efHSP7 7 5'J- (Mi.H 2 0,kD, 2 
5~28kD, Xli4 7kD©HSP^i*) 05477$ 

tt, #^fi^tr^HSP^, HS P 

2 7kD(OHSP5- JTHSP2 7J iif^fe^tf 
^JKDJ:? H S P (Cti*< oa^^fiFfiE"T5 

in at, zn$<D*>rt#R<D*tz\*m&%}iz&tii£ti 20 

lEf^I^WTT, ^W^®©7*- 
JU-tV > 2\ 7>7^— > £\ w^fUJ-r/o. 

[0008] HSP2 7 77^ U -fCET*.* >/\"^H 

^f^Olil, .fc DJ£i^£#*,fc©ra£®aF&ttWa*;& 
-5 ("J. Natl. Cancer Inst." 83.: 1 70-1 78, 1 99 1 ). W 30 
H:i3^t ; E)HSP 2 7 77 = U-l:Mt§^>A^i 
fi^//5r-r ^fc^&B^Tfc* ("Br. J. 

Surg.", 11: 334-336, 1 99 1 ). HSP 2 7 77$'J- 

t>£-5CDT ("Breast Cancer Res. Treat.", J_2_: 130, 
1 988; "Proc.Am. Assoc. Cancer Res.", 30.: 252, 19 
89), HSP 2 7 77$'J-f:it§^>/^lW^I 

&mm-?z> z t\z& o , m(om&4b$:ffi±'?z> z twai 

i£T&3. 40 

[0009] JBojasfeSffiTKffltft-siaiRiiiSttfcHS 
p 2 7 7z5 tj-\zm?&? y/^zm&m^-fz t^o 

thHSP27l£f^7^XXfiAAX 

^#a*tasftii8tt<Daifla^H s p 2 7ro^>/t//ioi 

tC^^LT^^^nJiJtjn-r^ ("J. Cell. Biol.\ J_09. 
__: 7-15, 1989) . £ . ^ r -f " - XV\ A X * -|ffl jfi 
■C, HS P 2 7^^6tJ|;^it§J;o{C^ofcf 1^ 
^Sm££§f#T£3 J: o \ziz%> CI. Cell. Physio 
f.\ 137 : 1 57, 1988). a - B ^ ij x ^ 'J > 13 , gft -> 50 



ncer Res. Treat.", 23.:1 78, 1 992; "Cancer Res.", 5 
1: 5 245-52 52, 1 9 9 1 ), H S P 2 7 7 7 5 U -f;It§ 

[0010] &f&&m{kmz&vrzft&ftizte&tsLmm 

ifi. HSP 2 7 77S'J-f:It5^>/^Hr*5o 
-B^'J7^'J>T^^Ci^fiJ:^6nTt^ ("N 
a tore", 375 : 739-740, 1995). a-B^'JX5"J> 

("Nature", 375 : 79 8-80 1 , 1995). :n^iH}t 
^MMitiBMi^oT^acDfi, HSP2 7 
775 U— JC«"TS^>/ , ?^Hfl!)lffi7?fe«ff-B^iJ 
7;?U>T&9, 5 X U >m\Z&tf& a - B 2 U 7^ U 

[001 1 ] 

Wl:l&*t5ut©tf4*ft*s%t5fcftl;, HS 
P 2 7 77 5 U-tCJSf 5^>/^^RK:^LT^fifeffiIfe| 

f^ffi^^-r^^^jfciibT, a/r*B*^afeT€rfc, 

HRg, iI$^tia^(DMiic^tt^HS P 2 7 

775 u — fcR^-5^>/i^a©^jsfii&wswfcaisj-r 

£ ^ i^j^tti Lit. ^>*>ir /-fr-f H^SJg^ 

"T -5 C <hfCI £ 0 . ^^SP^TCO H S P 2 7 77 5U-CH 

Ta5^ e *5£Wi$Z o Lfzft&izm-JK $><DT*& 0 , ft 
€TS, HS P 2 7 775'J-{:l1-^^>/^l0^^ 

in mm &m m?z> z t * s <t -r s . 

[0012] 



( 4 ) 



5 

H Crfcto-fe, HSP 2 7 77SU-{Clt§^>/^ 

P 2 7 77SU-J iWKOiisD, #^Sj&*1 6 

kD~4 0 k D©Sfc-> 3 y^^>/^MS$tl*t5. 
HSP 2 7 775'J-(CjRt5^>/^ItbTfl, #1 
i?LKltf0HSP2 7 (Tfcfc-S, ^fi2 7k 
DOKya^^W^I) (^L<fiHSP28 (f 
fcfc>5, ^fi28kD0|y 3 7^^>/^I) ] 
hU©HSP25 (-r&fe-fe, 3*^*2 5 kDcofSfc^a 
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-fe/vHRe;ginsenos ide 
t/f-f HRf (^Vt/yHRf ; g i 
ideRf) , y>t;it<FRg, (=£ 
gi ;ginsenoside Rg, ) 
-fKRg, (^>t 7 -> F R g, ;gin 
de R gl ; 5-&<ty-fr#- > I ; c h 
susaponinl) , ;x > -tr y it < K 
t/i/KRg] ;ginsenoside 

nos i de R h. ) . >-fr / -H-w* K 



R e) 
n s e 

sen 
i k u 
R g] 
R Si 
: e i 

7? h . 



nos 
> K R 

ir y it 

o s i 
set 
<*> 
) , ^ 
n s e 



cfc 0#4>CD^#£U£<£>T\ HSP 2 7 775U-CJ1 
"SP27tHSP28tOJ:5l:, ^«B*«Jlfto 

s^-eii&ufecfetsnt^s. hsp2 77tsu 

-tC«TS^>/1^Htt, iJSCDi^fHSP77S'J 

AT<fc<§^ftittta$^t. Is&L* HSP277 

^fil6kD-40kD £ h, ##fc*«&*>/^J| 
H S P 2 7 t7 5 y^ie^Jco+g|^^05ii5 

[0013] 

^(^>ir/vK^;ginsenosides) £ 
tt. flIAtf, y>t/^FRo (^>t/yFRo 
ginsenos ide Ro >V 
chikusetsusaponinV;-tl-^->A 
saponin A) , y>-fey^HRa, (=*=>"fe 
y^KRa, ;ginsenoside R a , ) , >? 
>tyir-f KR 3l (^>t;yFRa, ;ginse 
nos ide Ra : ) , yyt/lf-f FR b, <=F> 
iry^KRb, ;ginsenoside Rb, ; it 
- >D ; saponin D) , ^>t/^-f KRb 
s (^>t;yHRbs ;ginsenoside R 
b: ) , y>t/^HRb, (^>tyyKRb, : 
ginsenos ide Rb, ) , S^>-feyit-fKR 
c (^/t/yHRc ; g i n s e n o s ide R 
O . y>tyit<KRcl (^>ty y h'Rd ; g i n 
senos ide Rd) , y>t/i^< KRe ( =P > 



20 



30 



40 



ir/vKRh, ;ginsenoside Rh, ) , 
2 0-y;^y>t/f -f KR f (2 0 -40U34=>ir 
y K R f ; 20-glucoginsenos ide 
Rf) . , 7D-;P5;>t;^FRb l (vn-;u^ 
Vt/yHRb! ;maronylginsenosi 
de Rb, ) % 7Dz^y>t;it>f HRb, (td 
-J^>ty y HR b 2 ;maronylginsen 
os i de Rb: ) , vn-^y^tyt-f HRc 
(7P-J^>t7y FR C ;ma rony 1 g i ns 
enos ideRc) , ^D-;i/i;>-fey-tt-fHRd 
("7D-j^>t;yHRd ;ma rony 1 g i ns 
enos ide Rd) , f^t7f#r>I a (ch 
ikuset susaponin la) , ^^-tr^/it 
> I b (chikusetsusaponin I 
b) , ^?±yy#~>l\l (chikusetsus 
a p on in III ) , f^ty^#->iv (c h i k 
use t susaponinIV;it^->B; sapo 
nin B),^^ir^it^->lVa (chikuse 
tsusaponin IVa ;t^->C; sapon 
in C) , h (p r o t o p a 

naxad i o 1) , 7*0 h 'J t- )V (pr 

otopanaxatriol) , tU7/- ( o 
leanolic a c i d) X It Ztl b <D\t^m 

[0014] *&WtotefcWUn\Z.&\,\-cm%l&uft£. L 
Tffiffl-T*C<!:©T?#5>?>-feyit< FWtUTfi, # 
fc. y>t/^HRg, #*fc#iiT?*-5. v > -fe y 
it F R g , (^>t/y KRg, ; ginsenos 
ide Rg, ) It it (I) : 

lit 1 ] 



50 



ho' 




O-GIc 



-e^£*u ^jSc, , HmOm Rifft^m 8 o 1 . 03 



[0 0 15] *fe^o^jsJ£tti©jffliK:^WSn5i?>iry 
t^it^ c tCctot, mm-r&z t^-ets. &3 

Wf* (Ara 1 i aceae) CD^^^x > v 

> (Panax ginseng C.A. Meye 
r ; P a n a x schinseng Nees), h 
3^ Ax > v > [Panax j apon i cus C. 
A. Meyer ;Panax schinsengNe 30 
es var. japonicum Makino;P 
anax pseudo-ginseng (.Wi 1 
1 . ) subsp. japonicus Har 
a] , -tf->v^x >i/> [Panax notogin 
seng(Burkill) F. H. Chen; Pa 
nax sanchi Hoo;Panaxpseud 
o-ginseng Wallich var. not 
oginseng (Burki I 1) Hoo et 
Tseng] , Xli7^'J^->y> (Panax q 
uinquefolium L. ) Uttfi 40 

[0 0 16] *«^«c**j"5 v>-fey-9--r K 
t>. - (A#:Ginseng Rad ix) £ 

^ > (£E# ; R e d Ginseng:Ginseng 
Radix Rubra) ift t^^z>y>^i 50 



< 5 > 1 0 - 3 6 3 8 7 

8 

[0017] *&wiz&&£&fflumiz&^Tm$}j&ft 



fi^Iiltli, MAtf, «St* 1 - 6 (DTJU 
JU, n -^D \d)lT)Vzi — ;K 1 V7u\d)\,T — 
Afcf, SK^^u, @t^x^;u, lfcffi:/nfcr;u, 

vr/^;i^ n>) , x-^;k e^x-^-ju, n 

V> l SM^tc^L. *Xttt«»« 3 - 3 0 0 1 

[ooi8] fl&ftxsi^T^ aiiixttia'C.^BtipojB 



( 6 ) 



[0 0 19] *«9§(B'&fifcffliHfflUa, v>i?y-tM k 
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mg%, £f£L<te0. l-8 01i%CDiT^ft§ 

Rg. ) &fftBZv>mmmizfcz>&5izm&mmLT. m 



T\ SL<ttfi[#J*MarL<lilRE*«|(C« : $r 

i/n«/y»j, x*x#J, ttAao^oSpai, xtt 

SO, ^JBifcaK i3c*^J. 3*80, ^^rS^co^u- 

^mj^a, mm. 3->x^-^, 20 
so, ^^itso, &#so, mm, m 

imm&<Di?>± K R g , <h 9 9Mfi^co?Llit 30 
CO 0 2 0 ] #«P»^36fte<fcb""Ctt, (&T, * 

i^^ftSiiwittltl, 00 AWT, y>-fe/lM FISI 

3£5*>l*ttJtt) coftnc, 0OAHC, £JI£**«L < 

U >yju«^©**tt^a, Wil!i8UliBJBli7 40 

^IS^io^fifcfflif&ISO&x? 1 1/ > h* x;ugf^7tf ijv-o^ 

co 0 2 1 ] #^^cD^flpffs#m, emergens 

fc<OTfcfc£^a«. y>t;if<KS4, 0. 01-99 so 



CO 0 2 2 ] *^^CD^j5i!£«I|feI?|R|Sffi( fi 5«^©jg^. S 
mg-lOgil^, 1 B 1 — 4 im^^tz^ttT, 

[ 0 0 2 3] 

m^f^oh sp2 7^r^'j— fcjH-rs^v^^aco^ 

-f HS€»^f « <hl^t0H SP 2 7 77$U-l;I 

Rttfem* HSP 2 7 77 5'J-fClt-5^>/t^»^ 
coa*©itat, XI1HSP 2 7 77S 'J"CIT5^> 

Ac, HS P 2 7 775 U-lCJit5^>;^IO»St 
^MiBttt^ffiM-rs ("Breast Ca 

ncer Res. Treat.", 23: 178, 1992; "Cancer Res.", 
51: 5245-5252, 1991), H S P 2 7 7 7 5 U 

C 0 0 2 4 J 

( 1 ) t hi^^Jga3J5ScDi^^ 
hhMMI (^^^S5J^®) SK-N-MC 
(ATCC HTB 10) MS7S/i(L- 



( 7 ) 



I 1 



T^~>8. 9mg/l, L-7X/^7^>-H ! Ol 
5. Omg/L L-7Xn^>|l3. 3mg/ 
1, L - ^Ji/^ 5 >ffi 1 4 . 7mg/U ^'J->>7. 
5mg/l, L-/DiJ>n. 5mg/IS^L-t 

u>io. 5mg/ i ) o %#mitv iomRfam 

[ 0 0 2 5 ] (2) yyt/it-f HRg, fcWRZfm^ 

3 ^ ^fflS 

l§S 2 B'&<Dmmt hMM«SK-N-MC© 10 



(i) «sn*i?>t;^HR gl * 
£ tiMis i: r«i mm L 

[ 0 0 2 6 ] (3) t hi*tMMBUST©HS Pili® 

(2) TraflSL&frttlSS, KTICStJteCiO 

(CTiffilSfcLfc. HiT^ (.2) "C t fl!lgLfcilffll& 

'J >ie««£ffl*** tttj£ : KC 1 = 0. 2g/ 
1. KH, PO, =0. 2g/l, NaCl=8g/ 
1, Na.HPO, =1> 15g /i : 

PBS (-) TSfc^LTc^ 7<y^/t 7 7 

7 - (lysis buffer) C 1 . 0 % N P - 4 
0, 0. 15Ml£tMJ^A, 50mMMJX-HC 
1 (pH8. 0), 5mM — EDTA, 2 m M - N - X 

^'J 2/ig/mlDi''<^>^^2tfg/mK 

4<CT1 2 0 0 0 r pmtrT, 2 (h#ISK »^ 
£fr^/t 0 Sikf£<0±f* 1 0 ^ 1 £ P B S (-) 790 
u 1 izm^. 5 (C y D j- -f >7yt<»fi« (Dye Reag 
ent Concentrate : /Wt7yH, #^n^#4§500-00 
06) 2 0 0 /i I fcJniAifc. 5#fUh £ififc:T»BLfc 
5 9 5 nmtMt^i^ LT^>/^f^i^ff 

[ 0 0 2 7 ] ^>/^«tIftfT 0 fc ttftMviT( L 

aemml i 7 (Laemmli, N". K. , "Natur 

e\ 283_: pp. 249-256, 1 9 70)fCT, *g©*>A^J( 

(Trans-Blot E 1 ec t rophore t i c Transfer Cell : /t 
' K, ^^D^#^i70-3946) £fflUT. £iS 
f-T 1 0 0 VCT, 0. 4 5tfmZhnt^D-XI| 
(Schleicher £ SchueM. 7^ ^ o ^#^40 1 1 96) iZY)i, 

0. 0 2 5 Mh'JX&tf 
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0. 192M^'Jy>J:ijft0pH8. SfcWSSttfc 
h'JX^'jy>A y7 7- (Tris Gly Running and Bio 
1 1 ing Buffer ; Enprotech, f^-t-r;^, 
#^n^#^ saiooo34)«c^^;pt;U3-;u* 2 0 %\z 

(mEP¥Li!) -PBS (-) S«fc*«fc:T3 0#«K 
[ 0 0 2 8] :/n y *>4f«, - hn-fejbn-^fltcDj; 



20 



30 



40 



50 



ssGen, Victoria, B.C., Canada, 7J^n^#^ SPA-8 
00) KJrO, l&RttKfSfcfr^fc. :^thHSP 

F7 (ATCC HTB 22) <fc 9 L JtH S P 2 
4*ftmmtVTft&Lfr&i&-c$>0 ("cancer Res.", 

42, 4256-4258, 1 982), HSP2 7 (hNHSP2 
7, ?>/t>y-HSP2 7, S^t7yHSP2 7) 
tft&WCjEJSL ("Cancer Res.", 42, 4256-4258, 1 
982 ; "Cancer Res.", U, 4297-4301, 1 983), HSP 
24RrJHSP28tt»*ft»fcKet*. 1 :fcfci#:Jx 

pbs (-) -csftmr-D, mm^^m^x 2 

^, ItCPBS (-) -0. l%Tween20 <A-f. 
* • ^ y F, ft? U{fm^ 1 70-653 1 ) ^f^T 1 5 7>^T 

PBS (-) T5»Wf^, 2©0^^^ff^fco 

coo2 9] m®mT'&. uu^irisy-vMm^^&i 

I g Gtfift (CAPPEL, 7^ U^#^55550) 2 
U^A>;^^PB S (-) *Kt? 5 0 0 OfSfc 
*&&L/TSi§3!L,fcKfcJgifc 5 m 1 ^m^X. 2WRSI, 2 

fcHUT, PBS (-) S«T?5#IWro*tt«*T 

20, liCPBS (-) -0. 1 %Twe e n 2 Ofg&t 
"CI 5 ^WfoSSBtS^AT 5 m<D$t&%:X D — • p«/ 
+ >^— >x<7J-(Cet0fr^^o liCPBS (-) 
^T*5#^r^2®<aft#£^ o £ 0 ^ PBS 

(-) mm&mizLfzm. dix^^d.;^^* 

tfiK* (ECL festern blotting de t ec t i onreagen t ; Ame 
rsham, 7J 9 u ^#^RPN2 1 06) * — NDt^D-Xi± 

«ISX87-f^A X-0.MAT, AR, 7^5^n^ 

#^165 1 454) fC^^^i±T^7T:L, i^lTHSP2 

[0030] ^iat, -r&fr*,, ^>-try-y-< KR g 

tt. ^^S*U2 7 k DOA'> K^-*&fcti£n£:. & 
^^Stt, iTEfit t K H S P 2 7 7vX ^ n- 



( 8 ) 



13 



W^M^Iffljf&tfcS K-N-MCTte, «St5/OH# 
Rg, tt, HSP2 7^I^j)}$ijt§A WWJ ^ 
[ 0 0 3 1 ] 

S» *ty>tyij->f HRg, *fflJ®ft£)H S P 2 7 



1¥10~ 3 6 3 8 7 



14 



hsp2 777^ , J-c^r§^>/^i^-ec[)ni{k 
s*:, hsp 2 7 7 7 ^j -icju-r** > 

a * Kfg^ £ <t & # m T -5 £ © & 5 <d t 

("Breast Cancer Res. Treat. \ 21: 178,1992; "Can 
cer Res.", 5J_: 5 245-5252, 1 99 1), HSP 2 7 775 



(51)Int.Cl. 6 



AGZ 



AGZ 



